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ftJRtt r 'J * > * > ; < * K£j£IB1 



1 

W5H] 

x, ^>n)->* | j^7i-h > *--*m. 7-fv 



mtm2] M&muznzMTzmm&y v 

US' KT-&»K 3; 8-/W K 

[tt*JI4] H*JB3{c:I3«g^-s^Mt4r>J^->^> 

*V T-fe 5 d 4: ££f$[ -T £ ftStt r y 3C> * ? ff 
tM*iS5] W*«3*fcH:4fclB«-r*#!Bttr'J 

-f 7* • tf<<1fiV7'95-<c7 KHIJ77T 
^ - l/ypt*9, ^fett^r^-^«*s^--^ N 8- 

[Iit#JH8] !f#«6g:fctt71cl3l$T£*i§/ltt:r'J 



(2)3182 0 0 3-4 0 7 7 8 (P 2 0 0 3 - 4 0 7 7 8 A) 

2 

«#JE-6 4d, *T>? 'J >fc t<tt^DDdr>T-fe 

> v >x$>zz tzftwitt zmm&yv*>9 >;i? 

10 [M#iB9] j^JWWSMSSi^**^ SSSEtf>7" 
4: *>6«BK$ tiT i> 5 c i: 5 #® t f £> &*X*0ff fiffi > 



[0 0 0 1] 

tinnftmm > * =r a ic si -r -a « 

20 [0 0 0 2] 

[fif&C&ffi] b h©*D-f yr7:c;i/r- y 
h d^5- • ffi^gf, Sfc 

fcffi*tzi$mMffix-&^ ^tiix-iz^tji^mmt 

30 So **Wfctt*tt4»6©f»Jftfc:*^T«fi«iWS»*4^ 
T-fetLKW^ttAs^^ti-Si:©^©*)*^^ 

few»©»#-c3ai*»jRi)«»!fS*ii* ot a j&siis©is* 

T-^fflT » S «t a «tte**»J©«^H:*:<pofc. 
[0 0 0 3] H^>#Utf;i-7x-Hi * 

«*» 6 ©^tc » b-C«S¥^©JS-^T-©^#^ffe 0 , 

40 Ehlers B, Rudolf R, Diringer H. The reticuloendoth 
elial system in scrapie pathogenesis. J Gen Virol 
1984;65:423-428; Diringer H, Ehlers B. Chemoprophy 
laxis of scrapie inmice. J Gen Virol 1991;72:457-4 
60; Ladogana A, Casaccia P, Ingrosso L etal. Sulph 
ate polyanions prolong the incubation period of sc 
rapie infected hamsters. J Gen Virol 1992;73:661-6 
65; Farquhar C, Dickinson A, BruceM. Prophylactic 
potential of pentosan polysulphate in transmissibl 
e spongiform encephalopathies. Lancet 1999;353:11 

50 7) 0 ^©fe», ^>h*>^U^l/7x-m, HJ8© 



3 

r o * tc asast & i > t % tl h tix t tz o 

[0 0 0 4] 

^b^^JM^CSiEgSff^i: Lt, in vitrolC:fc^T 
^^ffl^b^ £ BgffcJ&ffl RJt£fc3£Si]© * *> £ $ b T £ 
5fr*&MT2>in vivo|g#JIi!Mffii';2^A£§§$8U O 

mm®. © & a £ sen u to 

[0 0 0 5] bfctfoTs ^SgBJJfi, j«J5ttr«J*> 

& & mm t s z t & <-> & % mm t£ y >; * > * > ; w 

zmm&y>)*>*>^*M3ii$.mw(Dtzisbiz&mTz 
zbfrbtt z mm®, t y * wt * ff^pflSffliSBfig 

1^©{$ffl;S&£Jlt&t-2>C,h<£SiJ©@ftfj£;-f 3o ^© 

2>Z i:£gij©gfi<j{c IT^5. 
[0 0 0 6] 

[PIS£8?i*-f 3fc«>©^!S:] ±fBSB<j*Sfiet-.5fc«) 
I" r y * > * * *£j$KE8ftt&j£ft * 

Utt-rso ±is»'j©gB<]s^-rsfci6(r > c© 
^bj{±, iHm&7 , jx>f>>^?m<D£.i$,%mm-fzz 

m-r^o ±iZ3ziz%i<Dg(fi}*mi£? ztzmz, z<d&w 
&7'v*>9>Mn£.mmm<Dtzii>iz&mtzzbiy> 

<b & 4«JHttr 'J * > * H^J5g|fiSfflMfi)G«!I©ffi 
10 0 0 7] ZCDmmcD^tl^tKDttf^L^mmzii^ 

Tit, ffim&7v*>*>jvrm£.i$ l mmit-&m£ lt 

-6 4cU ^^^feKtti'DD+^fij'f,^ 

$ti'J7^T^7-^i:Ltlt Witty 

y . ^y->^u<jiij^^^^. : r. js-^^-^jf 

£*i?>o bTtt> *^-*©f&lc, e 



(3)$§82 0 0 3- 4 0 7 7 8 (P 2 0 0 3 - 4 0 7 7 8 A) 

4 

8-;W KD^ri/^yj^-AM^^T^rbH 8-+ 
v y;i/b 2-^y?>>*;u^^i7^7;i/?h K 

2-*y y;i/t F7v'>3-fctt2,2'-;w*v' y >£i?# 

[0 0 0 8] 

[4HI®XIK®mi] c©^B^{c^si?i^7-y^->^ 

So S^iStS ry^>^>y^e^figBi^b^© 

?*>-e, v^-^ffits^ji:bT«, mz.\z. 

'^T-f >7 , D7 1 7'-4f|5gS^JE- 6 4 *i-t>V> 

y - n i:bTtt, ^J^liyr^^^^- ^';->t,b 

[0 0 0 9] ^©^BS(c^i,ctl?>©Yb^(30l>Ts 
JtKWS^HtclSSiI©^^**®^ $ S in vivo 

20 ^fcI^aAgfl**JffiL&->^ri) *m^T, 
*<DMifr®}m*8imi,fz£Z?,, uf tl©Yb^t.ffi^ 

)Pp | 3Jfi^j5#©x8P^*s4jiF^i:iii^^n 

T U A^to r fb-&*J© ?± A t> o fc^ * ft w 

£#f5fc©fcigg?2*ifco b^'fo^ flart^a*^ 

©^F^ («««8F^©7^©5, f ^fc*.7fiJW±) igJi 

fe 0 ^> Mt>^y-y-;t/7oi- Ki, **8*»e>©j&3fefc 

30 mm* m m b tMBttg* n tc bshsss b tzm 
■abtMObx* &ztz ®mm<D 7v* >mmm iz im&tz * 
^tztirztzo ba>b&#£, zcDftwx-iz'p&n®. 
^^©^©■fb^caAtcj; t)ll^©ry3j->^irS^ 
tfiitoT*^jT*at)-i)^i:* s *iJB^bfco ffe£, ^>Mt> 
^'J-y-;i/7^-h$:|^< ±1E©Y b^J # 

to 

[ooio] ;:©$PJ!ic{£ffl-f 3*S/if4ry*>*>,< 

10 S©*sj(fitbUo $l^©a!l^i:-t:j;t)^^ 

©$5HT-$>S©^«ti,%o 
[0011] 

(mmm 1 ) 

(in vivo^Ji¥ffiv^^Ao^gj) *HJte0!Hciji>-c 
tt> S®^F^ffiSvi7^i:bT, >'^A^^-S7•y^■ 

mmLtzc Tg7v^^(i, g^©^«S8F^$^tl|!B9T- 
0 ifctK 13B63K (^A^^-jSJR«*|c) BfL«20iUl*JH 



5 

mmmm-c&tni^irti'bmmtiztifi-c^io T g 7 
■?vz\z i %262m$imzoui^sm^mmLrm^mMk 
*©&i . 5®gs^{i5iis mi*nz&m,ti:m 

izmWZti&tifm) £AlzetiijSE#>:r£^£;*j&T 
[0012] 

St£££ft£^«bfeAlzetaj&E*>7"©i£g&6-!7-£ 
fcfc>fe9ilg?bT^5A s x v^^^©B^f,^^S^{i^ 
^^tlTl^^o l!Bil*)!i^&1.5jag£fcte5 
Si g t b fcAl zetaiSff > rcDISIg h * 

[0013] v^-a^<4^J) s^^-or 

nr7- fe'ISS^JE-64d{i2.5 nmol/B x 4 M^flai*J^ 
ffilS-S-X ItSmm&W: 1 . 551 g <fc 9 b tz <b © 

T-tt^(3j:bbT7BF^©^^Mg* s iS^^tlfc 0 
12 l*l^&i£5 ii g <fc 9 £ b T 8 B ^©£##3 IS 
©Mfi^SS^^tlfco 10 nmol/B x 4 3iP^S#T-J« 
F*l^»l .5ilB J; t) bfcSIJc^ 

tDm&itom&frbtitztfs is]5Ma*^©S4-T-fi*^ 

&£#&F^©M5ttf8i?£;h<&*>o;to *;*-£"J >tt, 
0.25 nmol/B$>-S.Ott2 nmol/Bx 4 ilF E S§8l*]|#MiS# 
©l>T*ltri5UTt)Krt^^ 1 . 5ilS «fc t) *5ilgl3 
S#*H^bfc8l(ci;UTJ; !3M^^* s ^6tLs »flH 
{Cl:tb6~7BF^©^#^©jS^ll^^tlfeo 



(4)S§82 0 0 3-4 0 7 7 8 (P 2 0 0 3 - 4 0 7 7 8 A) 

6 

d*>*k *j-*V>tmmz, 0.25 nmol/Bfe-S^tt 

2 nmoi/Bx 4 mmm^nm^cD^irtuz^^x t>m 
mmm® 1 . siigct o^sagfc^^^bfcPic^ 

^T®^^*s^6ix, *TM{cJ:bb5 BRa©£#»^© 
[0014] CJ7^r-f7-^) 'J7^f-f7-^ 

•j->i9tio.5 >ug/Bx 4 wsmftftmm^x-ium® 
*a i . 5 isa «t 5ig#sn5&bfcPic43i^S¥©s 

*»*3&«*e>lxfc. -7?, 5/zg/Bx 4 aiBUHAKMS 

io z-ettmpueakvt 1 .5jis«tDjg#s^bfcp-e^ 
tzo 'J7^T-f r • us/ K1204) yTfTj-? ■ try — 

®3k& 1 . 5iBB,fc D»#fcH#bfciM=*5ivC:gT<D 
®^«*5^t,ixfco 5 /xg/Bx 4 jllBMBnf$K 

a#T?ttJWl*HB»ia 1 . 5MS <fc BSteftPUftlfelTC 

g <fc 5 4 W$S b fcgf X- i> 5 B F^©SI ifrShm tffi* £ 

20 nfe 0 

[0 0 15] (*^-*) ^-ftlkMtom 

mtsME&*)mftmffi® j 3-zmifiLtzifi, 1.5 nmoi/B 

x 4 aMiS-*»-CB:>*HatJtLT12BIBI©JiE*»**« 

lento b*>u 7.5 nmoi/B x 4 mm^mxitm 
mitrnzfrx-iztefr^tzo 

[0 0 16] (t>h-9->*y-t»-;v7x— h) HrtflSjft 
a 1 . 531g<fc M^->^'J-9-;P7i- hO.4 ug/ 

B X 4iBmiBrtSf«ia!-*»TB:»JHCtfcbTttl.6flS (5 
2B-*80B) ©^#WF^ft^me>n, $?>{C4 ^g/B 
30 X 4HWS-¥»T?tt*MHfc:ltbTW2.«g (52B-H42 
B) ©fife#«BHJE***«!S!*nfco ftfeHMBj|ttt59 
gctt)4 Atg/B X 4flHUA&ft&-5&-Cttttj!fI8£Jt 
b^2fg (52B-M00B) ®^#J«HI3a6fi««««$ix&. 
[0 0 17] 



(5)$m2 0 0 3-4 0 7 7 8 ( P 2 0 0 3 - 4 0 7 7 8 A) 
7 8 





»ift*pe)3€t*T<OJBia (B) 


msas 


52±2.9 (8) 




sun 






twos \B) 

f Kn /*- «*. \ 


!Q dbi*tkrij ten 
Of rtf nBiKtx J . 0 xa 


EJ4r3fi»5«tK □ J9 
y ihmk v 


£A+261 DMSO 


52±0.5 (4) 
52±1.9 (6) 


52±1.7 (4) j 
52±3.0 (6) 


B-64d 


2.5 mol/B 


59±3.8 (5) * 


60±4.S (5) *» 


10 mwl/.B 


55±1.6 (5) 


54±1.3 (5) 


ij> 


0.25 naol/B 


5S±0.7 (5) • 


59±3.0 (5) • 


2 nmol/B 


55±1.3 (6) t* 


58±2.3 (6) • 




0.25 nnol/B 


55±2.1 (4) 


57±3.4 (5)** 


2 imol/B 


55±3.2 (4) 


57±2.4 (5) » 






55±1.9 <5)*» 


51±1.6 (5) 


5ii«/B 


66±1.6 (6) • 


60±3.0 (5) * 


? F 120 


0.5/is/B 


56±2.1 (4)« 


52±1.6 <4) 


5*g/B 


62±3.2 (5) * 


57±3.1 (5) »* 




1.5 omol/B 




84±3.4 (5) • 


7.5 gboI/B 




55±1.1 (5) 




0.4x*g/B 


80±8.5 (4) • 


65±1.3 (4) 


4/ig/B 


H2±10.8 (4) * 


100±9.3 (4) * 



» p < 0.01, *• p < 0.05 



[0018] (mmm2 )*--*&9\.<D*=.-*m<D<t y v^t y?v» 2.5 vm±<Dms. 

&®£vz&, vt*.a. h-D+^ u>-2-* x\m^»mmim^(Dmmizmmt i M,^tirz e mmm 

a^XT^rt H 8-*V 'J;i/t H^\/>(8-hydroxyq 7'J >;^R£/&PI*$»lfl#Ji > 5>*t,. *©IC50 
uinoline-2-carboxaldehyde 8-quinolylhydrazoneK 2- 20 1*10 nMmJSlTr&ofeo 

>(2-pyridinecarboxaldehyde 2-quinolylhydrazoneK 1 >uMi;i±©^;ftT-ttWSgS3fflflSffi«a©tt5il 

2,2'-;W*y 'J>(2,2'-biquinoline)&£#3M:fe> - Cgftfiento l&i* LfclOnMST*©?! ST-^±&*fi 

©^PlSStt^Wbfeo #HNational Institute 0 C50«10 nM*iST-&ofco 

f HealthDu/^-iUMol^m-cm3i$tlfc7-'J^->^ (2,2'^W^y 'J >) &f*Lfc5 ^MWT©?SKT-{iffl 

^fc#^«&Miffl]!a : £10% Fetal Bovine SerumiDEagl ^©ifJif-Pf StfJItft&frofco mmm7V*>*> 

e's Minimum Essential Mediums ig^ bfco confluent ^K£i$PlS$!j^* s ji,?>*U -£©I C501±lnMi:10 nM 

mt&rpizmz.. 4Bmt%m*mvtz 0 «fflfla£Phosphate b 30 [0021] *nmmiz£ <o, *--*mt s 7>)*>m 

uffer Saline(PBS)T-i$fc?$L;fc©*N £«as&£§&x.ft (DfflB&tgm^TfrT-ffim&yVX^s* >^«©£/£PI 

-£tm<DmMmm^<D&w*m'<fz<> mm (m%<D&) m mizMisbx&%]x$>2>zt&mM$titzo ?<D^-rn<D 

iztti.&mfamcD&tei^B&mmmmituTvmmwT'v <t^®(Di c5o&io nM^-t-ifc'K *^-*©i cso 

tf^w^BPflfa^Rfcufeo mmm^mmmm^ ©i3<fc^^©iT-*-2>o c:ax*>©i csoia, c©,« 

(0.5% NP-40, 0.5% Na deoxycholate, PBS)T- tem^? )\<xmUVf7 V * > $ W^SfSfefiKPlgtCfc-S 

S^bDNA^cir©^^gt^fiK^^&^£aig,C^T*fi§^V^fc:o 25mg/ *n:T'J ^>^ffl^*JK^©<b^»©4'T-*) ^ i: 

ml Proteinase KS;Jn^., 37'C 30#£J&£#Phenylnieth V> i; £ tlT I ■> & Congored© I C50£<g<- fc©T-fe£>o 

ylsulfonyl Fluoride-t-£/fc£lt#>;fc©*>, 330,000xg, [0 0 2 2] 

20°C, 1BSIH»»C»U f#£>ftfcft|&£SDS-PAGE, Wester [^B^©^] C ©&BJ§Jc^£,i n vivo3S8JI¥ffi:>;^ 
n blotffiT-^*f Ltzo In.mZ-WxmT' si? 40 Afcfc, S»IMSvH?xi:gigE#>7'^ffll>t-> 

K©AA89-103, AA218-232©^BE^U^r5 L H^^t^fe X^kX-tb-oX, 7V ^^©^WSS^T-fei)®^©^ 

«ELTf#e,*tt2«S:ffl^feo ^>^;i/^aitt^^ SiJ©^fTi41c^fc$^i,ci:35:<M^i©^^^*lt 

[0 0 19] (^r^-^) (MM) Ul, V>1*tL©<b-&^l*flia^(*I^iS#tCTlBif*l^Lit 

50 / aMJ^±©jSfir-tt#^»Mi^fla©liJik:p»SAi 7-'J^->^ffiSl{ii4:©M^{c:3a»* J feofco ^fc^>r 

Fibtitzo Mti&mmizmmifitii-b^bo uH7km<ommx- -y-yxvy-fr? hizM&bxmw*%)m&mtt)e>ti. 

itmmw7-v*>*>ji?n3Lf£mmftomifi%t>ti, m m^mm^-(Dmm-tfi4Mmi:m^tix^tzizi>^ 

mm7v*>-$>>ji? 5 o%pisi-^©{c^s t>bir<b£®(Dx£xifii&t>^tz'ikbmf&^^Mzi3>tji*) 

■&mm 1 C50)i±5 vMtio ]uvior£x-$>-otz 0 mmm&fttzztifimmztitzo L-t^^m^^ifi 

[0 0 2 0] (8-;W KD*y+; 'J >-2-*;i/^i7^ 50 •) ©MflP^^jS L (fg««SF^© 7 #© 5 -f^to*, 7 ft) 



^ ^ • ^-n* y o * > * * h t jg&flug -r -5 3 i: % 
7 f v vr- ASPai43S8Jtt:r u * > * w< f stK«±ii& 

<tfflL&U£i;£in vitro©ft®U Dlli&frlc l/t* 

e> oissgsu ifeotti jbssh? ifi 'pfenmm t sia l tz & 

±iSib^©&Atc J; t» 7*>J *>JH«Dt&*#WtBT!** 

[0 0 2 3] r*>J*9K0>iLl*mMmit-**W9n 

#j tfMlfitffti r 3 >7*^ — ->3>#|j ( Carr 
ellRW, Lomas DA. Confonational disease. Lancet IS* 



(6WH2 0 0 3-4 0 7 7 8 (P 2 0 0 3 - 4 0 7 7 8 A) 

10 

*97;350:134-138 )t$&m>2ixZ>mffilZl&. 70*>m&L 

10 *Wt*Jt©BSI) fcM«ft<ftafti8i'-Hc* 
^©aaftfctt? -Y v V— a rt©IH£f iT^ttiitH 

^';7?f-f r- w^ft©/?^>-Hc 
St? ic»«jfi^cD«je*«it:iB«fi«icf^ffl-r s 5 -r v ^ 

-A$pnt£3££iJ;& s > r'j^->i)wJ-m©n>7*p<-i/3 
>i^ J f'T^D'f K-:>;*^T-feiei©' : J : >'h2:&-pTt'<5M 
««b»ae©*fi!llB*k:»UTti#»T;**i:#A6ii 

20 So L-fc#o"C\ C©ft99£ffiS1IjE&lfetiU 

£ttT-& < , 7;n/;N-f?-SiSli btot bfcffe©=3 > 



7D> h^— i/(DWi% 

(51)Int.Cl.' ISsgiJlB-f FI r-7>K(##) 

A 6 1 K 45/00 A 6 1 K 45/00 

A 6 1 P 25/20 A 6 1 P 25/20 

25/28 25/28 

43/00 1 1 1 43/00 1 1 1 

G 0 1 N 33/15 G 0 1 N 33/15 Z 

33/50 33/50 Z 

F*— A(#%) 2G045 AA29 AA40 BA13 BB20 CB01 

CB17 CB26 DA36 FBI 3 GC22 
4C084 AA17 NA14 ZA152 ZA162 

ZC022 ZC202 

4C086 AA01 AA02 BC28 CB09 CC06 

EA26 MA01 MA04 NA14 ZA15 

ZA16 ZC02 ZC20 



